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Auditorio Caja de Musica { Ischemic stroke ] <
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Heart failure Peripheral

El papel de la Lp(a) i

1.79 (1.18-2.73) <& { 1.60 (1.30-2.00)
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T <S0thp o Reference e . : i @
s [ Refersnce | Calcific aortic ¢ ~- :
(21383 ] 16 A0 o < 3 Cardioovascular
e —  emiage YAWE RERGSIS £ » & mortality
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(52.6 mg/dL) N3G ST
(n=2784 (5% :133-159)
The relation of Lp(a) with indident ASCVD Myocar.d'al All-cause
Lp(a) 290th vs <50th Percentile was similar by: infarction mortalit
« Risk group (tow-intermediate vs high) T y
» Sex (female vs male) '»"" DUPAEN 1.20 (1.10-1.30)
- Race/ethnicity (Asian, Black, Hispanic, and White) 2.47 (1.54-3.96)
-Lu-cmy(m.m«oo.womo.m
.mmma:tuiso)
* Revascularization: The relation of 290th vs <50th
HR: 1.68 (95% C1: 1.48-1.97) mw&&ssﬂwhm
= Stroke: HR: 1.26 (95% CI: 1.08-1.47) - Diabetes: HR: 1.92 (95% CI: 1.50-2.45) vs
« CHD Death: HR: 1.32 (95% Cl: 1.06-1.64) « No diabetes: HR: 1.41 (95% Cl: 1.28-1.55)
-M% 11 H
B 0T oo ar Overall interaction P <0.01 www.lpaclinicalguidance.com
Wong ND, et al. J Am Coll Cardiol. 2024;83(16):1511-1525.

Int J Environ Res Public Health. 2023 Sep 6;20(18):6721
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Tratamientos hipolipemiantes y Lp(a)
Farmaco | Dianaterapéutica | Efectolpla)

Estatinas HMGCR Incremento 8,5-19,6%
Ezetimibe NPC1L1 Sin efecto (descenso 0-7%)
Aféresis lipoproteinas  Retirada lipoproteinas plasmaticas Reduccién del 63%

Ac. bempedoico ACLY Sin efecto (aumento 0-5%)
Antic. iPCSK9 PCSK9 23-27%

Inclisiran PCSK9 22%

Lomitapida MTTP Reduccién del 16%
Obicetrapid CETP Reduccion del 35-55%

Adaptado de Delgado-Lista et al. Consenso sobre lipoproteina (a) de la Sociedad Espafiola de Arteriosclerosis. Revision bibliografica y recomendaciones para la practica clinica. Clin Invest Ateroscler 2024;
36(4):243-266. Nissen et al. JAMA 2024; Nov 18:€2421957

www.congreso2025.amareva.es
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Estudios en desarrollo contra la Lp(a)

Compaiiia Farmaco ' : Fa_lse . ClinicalTrials.gov ID
investigacion
) NOVARTIS Pelacarsen GalNAc-ASO Ph3 (CVOT) NCT04023552
AMGEN Olpasiran GalNAc-siRNA Ph3 (CVOT) NCT05581303
F1SILENCE Zerlasiran GalNAc-siRNA Ph2 completed NCT05537571
% Muvalaplin Small molecule Ph2 completed NCT05563246
gﬂé’y £ Dicerna Lepodisiran GalNAc-siRNA Ph3 (CVOT) NCT06292013
Lve, vérve Not disclosed  Gene editor Preclinical -
CTX320 Gene editor Phl -

www.congreso2025.amareva.es
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Descenso de Lp(a)

Drug: Pelacarsen Olpasiran Zerlasiran Lepodisiran Muvalaplin
NCT: NCT04023552 NCT05581303 NCT04604402 NCT06292013 NCT04472676
Company: lonis and Novartis Amgen Silence Therapeutics Eli Lilly Eli Lilly
Trial phase: 1,2,and 3 1,2,and 3 land?2 1,2,and 3 1
Phase 3 results in: 2025-26 2027-28 NA 2029 NA
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Nordestgaard BG, et al. Lancet. 2024; 404: 1255-1264.
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Pelacarsen. Mecanismo de accion

Pelacarsen is a GalNAc;-conjugated,
antisense oligonucleotide targeting
apo(a) mMRNA??2

GalNAc; acts as a ligand for a specific
receptor in hepatocytes,® which
mediates the selective uptake of
pelacarsen by the liver

In the hepatocytes, pelacarsen
selectively binds to apo(a) mMRNA?

RNase H1 cleaves apo(a) mRNA in the
pelacarsen—RNA heteroduplex, thereby
preventing the synthesis of the apo(a)
protein and lowering the levels of
circulating Lp(a)3

Circulating conjugate \L‘ ’é -t - - \1./' %6
wnée | GalNAC, ’71 F £ W o £

PeIacarsen
HEPATOCYTE
ASGPR  , \%
Internalization T
L Lp(a) levels
. : NUCLEUS i
Clathrin- ‘7\ Clathrin-

coated vesicle RNase H1-mediated

cleavage %
apo(a) Cg‘
/ mMRNA f

coated pit

/—\‘ Pelacarsen—

apo(a) mRNA
Endosomal complex
escape of

ASEER \— pelacarsen

recycling J Cleaved mRNA
Endosome

,,,,,,, % &

No apo(a) protein
synthesized

Schematic recreated from Figure 1A data in Crooke ST, et al. 20194

Apo(a), apolipoprotein(a); ASGPR, asialoglycoprotein receptor; ASO, antisense oligonucleotide; GalNAc3, triantennary N-acetylgalactosamine; Lp(a), lipoprotein(a); mRNA, messenger RNA; RNAse H1, ribonuclease H1.

1. Fernandez-Prado R, et al. Clin Kidney J. 2020 Oct; 13(5): 753—-757; 2. Blom DJ, et al. Lipids Health Dis . 2022 Apr 23;21(1):41;3. Sosnowska B, et al. Pharmaceuticals (Basel). 2022 Dec; 15(12): 1573; 4. Crooke ST, et al. Nucleic Acid Ther.

2019;29(1):16-32
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Pelacarsén
286 Pac con ECV (70% c isquemica) + Lp(a ) mas de 60mg/dl

W Placebo W APO(a)-Lg,

A Change from Baseline to PAT in Lipoprotein(a) Level Change from Baseline over Time in Lipoprotein(a) Level
8 20+~ — Pooled placebo .« 20 mg every 2 wk
c — 20 mg every 4 wk 60 mg every 4 wk
2 0- o SN - S 0 - 40 mg every 4 wk 20 mg every wk
v & 20+
£ §: d0faussaes 1 ....... 1 ................................
'l N -
§ | 1 TR )
g -40 $ 201 |
$ _so- 35 B l | |
5 P~0.003 3 401 {' “ - | | |
a -80- P<0 (X)l P<O 001 g -50- 2 o “ . Il |
% v A | ooy b |
g ~100 P<0.001 P<0.00! * ~70= el | -' - .‘ = Ii . ~ { L II
-80 + - .
bf h& ‘w méw ‘& &. g _%-1 ] 1 L] 1 L | 1 L ) U 1 U 1 14
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< < Sor2

® » &

Tsimikas S,et al. Lipoprotein(a) Reduction in Persons with Cardiovascular Disease. N Engl J Med. 2020 Jan 16;382(3):244-255.
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286 Pac con ECV + Lp(a ) mas de 60mg/dl
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100 53
G-
81
=
% il 62 63
T 60-
B
“  50-
t 404
: 304
& 23
204
104 6 .
o N
& h»ii* II:ati* 1&"’ hﬁ &
& P & S &
& @ @ & < o)
U O e
e o s &

Tsimikas S,et al. Lipoprotein(a) Reduction in Persons with Cardiovascular Disease. N Engl J Med. 2020 Jan 16;382(3):244-255.

www.congreso2025.amareva.es




CONGRESOAMAREVA 27 y 28 de febrero
20125

Auditorio Caja de Musica
del Palacio de Cibeles

Lp(a)HORIZON: resumen del estudio

Lp(a)HORIZON Phase 3 CVOT overview

Estudio aleatorizado doble ciego, _
de grupos paralelos, controlado con @‘G‘ Pacientes

A
1,

placebo y multicéntrico para evaluar 8 323
el efecto de pelacarsén frente a ' C
8Qg placebo en el MACE expandido en 7§7ntros

pacientes con ECV establecida (IAM,
ACV, AP) y Lp(a) elevada

80 mg de pelacarsén s.c. una vez i
& * al mes Finalizacion estimada del estudio:
Placebo s.c. unavez al mes Cm 2025

Objetivo principal: Tiempo hasta el primer evento de MACE ampliados (muerte de origen CV, IM no
mortal, ictus no mortal y revascularizacion coronaria urgente con necesidad de hospitalizacion) en
pacientes con Lp(a) elevada 270 mg/dL y Lp(a) elevada 290 mg/dL

J

7|
el

CV: cardiovascular; CVD: cardiovascular disease; CVO: cardiovascular outcomes trial; Lp(a): lipoproteina(a); MACE: major adverse cardiovascular event; s.c.; subcutaneo.
www.congreso2025.amareva.es
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Lp(a)FRONTIERS CAVS

Key inclusion criteria

Estudio multicéntrico , fase 2, randomizado, * Hombres y mujeres =50 to <80 afios

doble ciego, contra placebo . . .
Evalua eficacia y seguridad de pelacarsen para @‘@ Pacientes Lp(a) 2175 nmol/L ( 81mg/dl)

A
i

AR

~502 » Estenosis aortica leve-moderada
(calcificada) velocidad pico jet adrtico
22.5m/sy <3.5m/s

disminuir la progresion de la estenosis valvular
aortica calcificada.

« Tratamiento optimizado para el resto
de FRCV

Duracioén del estudio:
80 mg pelacarsen SC mensual
36 meses
3 Placebo sc mensual
Objetivos primarios

» Cambio en la velocidad pico jet adrtico por ecocardiograma
a los 36 meses.

« Cambio en el score de calcio valvular por TAC alos 36
meses.

& 4

Peak aortic jet velocity CT-AVC score

Vmax 2.64 m/s

max PG 27.93 mm Hg

*Estimated completion date. CAVS, calcific aortic valve stenosis; SC, subcutaneous.

ClinicalTrials.gov. NCT05646381. Accessed October 11, 2024. https://clinicaltrials.gov/study/NCT05646381.
\ www.congreso2025.amareva.es
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Terapias ARN interferencia

GalNAc-sIRNA
conjugate

<.: 5

* Olpasiran e

\ Clathrin-coated pn\

Ze I I.a Siran Target proteins: 5

. . PCSK9 :

* Lepodisiran ApoCil ﬁ g S

Apo(a)

AngPti3 >\ oli ?
AT ASGPR Clathrin-coated vesicl
‘ oA athrin-coated vesicie

f_,‘gT §000908Y \O\M\O\&mRNA I

‘ y cleavage

\N 2 v
\ﬁ ./W:?

RISC loading Effosons

Biessen et al. N-Acetyl Galactosamine Targeting: Paving the Way for Clinical Application of Nucleotide Medicines in Cardiovascular Diseases. Arteriosclerosis, Thrombosis, and
Vascular Biology 2021;41 (12).

www.congreso2025.amareva.es
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Olpasiran

Edad media 62 a. 32% mujeres
91% Enfermedad coronaria

20% Enf cerebrovascular

11% Enfermedad arterial periférica

81% tratamiento alta intensidad
88% estatinas, 24% iPCSK9
52% ezetimibe

Lp(a) > 60mg/dl (150 nmol/L) Media 261 nmol/L

LDL 1.75mmol/L  Media LDL 67mg/dI

' 5,5-12,5% hiperglucemia

10mg SC Q12W |

n=281

‘E\;tgsgshs: Extended off-treatment period
o N 225mg SC Q12w = Minimum 72 weeks from randomization
Lp(a) >150 - -276
nmol/L (=275)

225mg SC Q24W |

Placebo SC Q12W ]

—

BL w12 W24 W36 w48 W60 W72 W84 W96
Last Q24W || Last Q12w
s == Complete follow-up time was a
OxPL-apoB OxPL-apoB OxPL-apoB median of 86 weeks (IQR 79-89)

An A R h Org: of
Brigham and Women's Hospital and Harvard Medical School

Placebo-Adjusted Change in Lipoprotein(a) Concentration

Wk 36 Wk 48 Wk 36 Wk 43 Wk 36 Wk 43 Wk 36 Wk 48

I 859

Least-Squares Mean Percentage
Change from Baseline
1
>
1
1
1
:
1

00 974 -9.1
101.1 ~100.9 -100.5
0
10 mg, 75 mg, 225 mg, 225 mg,
Every 12 Wk Every 12 Wk Every 12 Wk Every 24 Wk

O’ Donogue et al. Small interfering RNA to reduce Lp(a) in cardiovascular disease. NEJM 2022;387:

www.congreso2025.amareva.es
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Olpasiran

Estudio aleatorizado doble ciego,
de grupos paralelos, controlado con placebo y
multicéntrico para evaluar el efecto de olpasiran

OCEAN(a)-DOSE Outcomes trial frente a placebo en el MACE extendido

7297 pacientes

Lp(a)= 200 nmol/L duriante screening

*Historia de ECV definida como: IAM o revascularizacion coronaria con
intervencidn coronaria percutaneas y un factor de riesgo adicional.

@ Olpasiran cada 3 meses sc

Resultados Diciembre 2026

www.congreso2025.amareva.es
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Zerlasiran

Estudio Alpacar-360

Fase 2
178 pacientes

Zerlasiran 300mg4/6 m o6
zerlasiran 450mg cada 6m vs pbo

Semana 36.

Descenso Lp(a) 80% o mas en la
mayoria de regimenes.
Descenso 20% LDL

Sin efectos adversos graves

27y 28 de febrero
DM =2

Parcent change in lipoprotein{a) during 60-week follow-up, 300 mg every 16 wk group

Treatment Treatment Treatment
administration administration administration Treatment group
20+ 1 i : o ® 300 mg every 16 wk « 3 doses ® Placebo
® — 1 3 3 | » I 3 { l
=5 LT T T L 1 7T 1 T *
m
EE 0
ES
= E
= 3 404
S=
5E &0
g k)
£
& -804
-100+
Baseline 1 4 ] 12 16 20 24 13 32 16 40 48 &0
LT T T
Mo. of patients Content from external fulltext provider
300 mg every 16 wh = 3 doses 42 40 42 42 40 40 39 40 40 40 39 39 39 39
Placeha 47 47 L1 46 47 46 45 A4 45 46 46 45 45 46

E Percent change in lipoprotein(a) during 60-week follow-up, 450 mg every 24 wk group

Treatment Treatment

administration administration Treatment group

® 450 myg every 24 wk « 2 dosas ® PFlacebo

20
e == - T ]: i I I
= 04 Content from external fulltext provider T l
£ 8 wa .
§'E -20
£
g g -4
==
E = &0
EE -6
i3
= a8
& -0
-100 4
Baseline 1 4 ] 12 16 20 24 28 32 £l 40 48 &0
Weeks
Nao. of patients
450 myg every 24 wh = 2 doses 45 45 45 45 44 A4 44 44 42 43 44 44 A4 44
Placebao 47 47 46 46 47 46 45 44 45 46 46 45 45 46

Nissen SE et al. Zerlasiran-A Small-Interfering RNA Targeting Lipoprotein(a): A Phase 2 Randomized Clinical Trial. JAMA. 2024 Dec 17;332(23):1992-2002.

www.congreso2025.amareva.es
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Lepodisiran

40+
5"‘; 20
=2
£8 0
Fase 1 £
EE -20
EE -40
g
gé -60
, . . 5%
ARN interferencia unido GalNac =
2 -1004
-120

Dosis Unica

Reduccion 98% Lp(a)
Persistencia efecto alas 48
semanas

y 28 de febrero

028

@ Placebo
Lepodisiran dose, mg
® 4
12
- & 32
i _ & 96
+ B8 | & 304
- 1 _— ® &08
|I _ _-_ —_ T
"-.I -
i ___.-_
i *
.l - “
Ne,. 3.1 + ...
e ! — e "
T T T T T T T T T T T T T T T 1
2 1% 2% 43 57 71 8BS 113 141 169 197 225 253 281 309 337
Visit, d

www.congreso2025.amareva.es
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Lepodisiran

Estudio en fase Il. Pte de publicacién. 216 pacientes. Lp (a)> 175nmol/l

Estudio para investigar el efecto de lepodisiran en la reduccion de los acontecimientos adversos
cardiovasculares graves en adultos con lipoproteina elevada(a) (ACCLAIM-Lp(a))

Estudio aleatorizado doble ciego,
de grupos paralelos, controlado con placebo y multicéntrico para evaluar el efecto de lepodisiran

frente a placebo en el MACE

12.500 pacientes

Enfermedad CV establecida o perfil de alto riesgo.
Lp(a)> 175nmol/L

Resultados Marzo 2031

www.congreso2025.amareva.es




Oral small molecule inhibitor therapy: Muvalaplin binds to apo(a)
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@
apo(a) Muvalaplin binding to spo(a)
KIV7 and KIVS prevents bond
C? between apo(a) and apo B,

Muvataplin

\
POPULATION . INTERVENTION —_— < FINDINGS
157 Men V. (_C_==. 7~ 233 Patients randomized > Placebo-adjusted reductions in lipoprotein(a)
76 Women CCi \_ 232 Patients analyzed by assay 1 and assay 2
Patients with lipoprotein(a) 34 ) 67 Muvalaplin, ~ Assay 1: 47,6% (95% €1, 35.1% t0 57.7%)
concentrations 2175 nmol/L Muvalaplin, 63 68 Placebo 10 mg/d Assay 2: 40.4% (95% €1, 28.3% to 50.5%)
3ﬂddi_’t high 'l"Sk of : 10 mg/d Muvalaplin,  Muvalaplin,
cardiovascular events
60 mg/d 240 mg/d Muvalaplin, | Assay 1: 81.7% (95% €1, 78.1% t0 84.6%)
Median age: 66 years All groups received 4 oral tablets once daily for 12 weeks 60 mg/d Assay 2: 70.0% (95% €1, 65.0% to 74.2%)
LOCATION 4 PRIMARY OUTCOME ?44u0valap:jin, Assay 1: 85.87% (95% €1, 83.1% 10 88.0%)
40ma/d  pssay 2: 68.9% (95% €1, 63.8% to 73.3%)
43 Placebo-adjusted percentage change in lipoprotein(a) from >
Sites Tn Ade. Austrad baseline to week 12, measured by an intact lipoprotein(a) Muvalaplin at all dosages reduced lipoprotein(a)
1Les In Asia, Australia, assay (assay 1) and by an apolipoprotein-based assay (assay 2) compared with placebo using both assays.

Europe, Brazil, and the US

Nicholls SJ, Ni W, Rhodes GM, Nissen SE, Navar AM, Michael LF, Haupt A, Krege JH. Oral Muvalaplin for Lowering of
Lipoprotein(a): A Randomized Clinical Trial. JAMA. 2025 Jan 21;333(3):222-231.

www.congreso2025.amareva.es
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Futuro \

Pelacarsén. Estudio Horizon (outcomes)
80mg/4s . Finaliza 2025

\

Olpasiran Estudio OCEAN(a) Outcomes.
Finaliza 2026.

Lepodisiran Fase lll y Zerlasiran Fase Il

Muvalaplin Fase Il

www.congreso2025.amareva.es
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